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REMARKS 

Reex£tmination and further and favorable reconsideration of the subject application in 
light of the following remarks, pursuant to and consistent with 37 C.F.R. § 1.1 12, are 
respectfully requested. 

Claims 1-10, 12, 22, 26, 40, 42-44, 46, 50, 53, 54, 56, 58, and 63-108 are pending. 
Claims 1-10, 12, 22, 26, 40, 43, 44, 46, 50, 70-84, 88-99, 104 and 105 have been withdravm 
from consideration. Claims 22, 26, 42, 53, 54, 56, 58, 63-69, 85-87, 100-103 and 106-108 
have been rejected on new grounds. As no other grounds for rejection have been addressed 
in the present Office Action, it is understood that all other previously alleged grounds for 
rejection have been withdrawn. 

New Rejection under 35 U.S.C. § 103 

Claims 22, 26, 42 53, 54, 56, 58, 63-69, 85-87, 100-103 and 106-108 have been 

rejected under 35 U.S.C. §103(a) as allegedly unpatentable over Fire et al. (USPN 6,506,559) 
in view of Brown et al. (US patent 5,859,347) and Lusky et al. (US patent 6,350,575), the 
combination in view of Barracchini et al. (US Patent 5,801,154). 

The rejection is respectfully traversed, because the cited references do not support a 
prima facie case of obviousness. The references cited by the Office in support of the 
rejection, fail to teach or suggest all the elements of the presently claimed invention, and fail 
to provide a motivation to a person of ordinary skill in the art to combine and modify the 
cited references as proposed by the Office. Moreover, the references, taken together, fail to 
recognize the surprising results that may be obtained by the present invention. 

The Office alleges that Fire et al. teaches plant cells, plants and their seeds comprising 
a nucleic acid comprising a first and second DNA sequence which expresses in the plant cell 
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a chimeric DNA comprising a promoter, operatively linked to a DNA region which, when 
transcribed, yields an RNA molecule capable of forming a hairpin comprising two annealing 
RNA sequences which comprise a sense sequence sharing homology with consecutive 
nucleotides of a target nucleic acid of interest in the plant, and which further comprises a 
second, annealing RNA sequence comprising antisense sharing homology with the 
consecutive nucleotides of the sense strand that targets the nucleic acid of interest, and which 
chimeric DNA further comprises an intron sequence, and which chimeric DNA further 
comprises operably linked transcription termination and polyadenylation sequences. 

Among the distinctions between Fire et al. and the presently claimed inventions, the 
Office has acknowledged that: 

a) Fire et al. do not teach the intron to be interposed between the sense and antisense 
strand of the chimeric construct; and 

b) Fire et al. do not teach the targeting region of the chimeric construct to span between 
10 and 50 consecutive nucleobases and to share between 75 to 100% identity between 
the sense strand and the target sequence. 

However, the Office ascribes more to Fire et al. than is actually taught by the 
reference. Fire et al, teach the introduction of dsRNA into Caenorhabditis to achieve gene 
silencing of target genes. At best, Fire et al. suggest that the dsPlNA sequences could be 
present in an RNA molecule that could be expressed from a single gene. However, contrary 
to the allegation of the Office, Fire et al. are completely silent about the possibility of such a 
gene containing an intron sequence. Even the passages of Fire et al. cited by the Office on 
page 4 of the current Official Action that do mention the word "intron" do so only in a 
completely different context. For example, at column 5, lines 40-4, Fire et al. merely indicate 
that targeted genes can contain exons and introns, and at colxmm 17, lines 20-25, Fire et al. 
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teach that dsRNA segments matching intron sequences in target genes did not produce 
detectable inhibition. Thus, one would be lead away from including intron sequences in a 
dsRNA. hi any case, this disclosure certainly does not amount to a teaching or suggestion to 
include intron sequences in chimeric genes encoding dsRNA. 

Thus, Fire's disclosure not only differs from the current claims in the cited range of 
nucleotides and sequence identity, and in the position of the intron sequence. Fire et al. does 
not even suggest including an intron as such in a gene encoding dsRNA (to the extent they 
even suggest a dsRNA encoding gene). 

The combination of secondary references cited by the Office in support of the 

rejection fails to remedy the deficiencies of Fire et al.. Lideed, Fire et al. has been previously 

considered by the Office in the context of the related prior art. See^ Office Action mailed 

April 9, 2003 at page 7. 

"US Patent No 6506559 (Fire et al) is considered to be pertinent to 
Applicant's disclosure because it discloses methods of inhibiting the expression of a 
target gene using a dsRNA molecule, including an RNA molecule expressed from a 
DNA vector, however^ Fire et al. does not teach these methods wherein the DNA 
vector comprises a heterologous intron^ nor is there any suegestion in the prior 
art to include such an intron in the DNA vectors expressing a dsRNA of Fire et 
al/' Id, (emphasis added). 

Thus, the Office has aheady considered Fire et al. in view of the state of the art at the 
time the application was filed and found that the prior art does not remedy the deficiencies 
inherent in Fire et al.; and thus, the Office correctly found that the instant claims are 
patentable over the prior art. 

Among the secondary references now cited by the Office, Brown et al. is cited for its 
alleged teaching of plant cells transformed with chimeric nucleic acid expression constructs 
expressing desired DNA sequences, which expression constructs include operably linked 
promoters and further comprising heterologous introns, which introns enhance expression of 
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the desired nucleic acid sequences in the expression construct. However, Brown et al. does 
not teach or suggest a construct expressing a dsRNA and comprising a heterologous intron 
arranged as in the presently claimed invention. Accordingly, Brown et al. fail to provide any 
motivation to modify Fire et al. as proposed. 

Brown et al. is directed at inclusion of particular introns sequences into the non- 
translated leader of a chimeric gene with the aim to express greater quantities of proteins 
in plants . See, Brown et al. at column 1, lines 10-12. Brown et al. teaches the importance of 
locating the intron in the untranslated leader portion of the chimeric gene, thus directing a 
person of ordinary skill in the art away from even trying including an intron in a chimeric 
gene arranged as in the presently claimed invention. 

Further, there is no indication in Brown et al. that the observed increased expression 
was due to increased transcription, or an increased level of the mRNA. As the Examiner will 
realize, the biologically active molecule for the reduction of the expression of the target gene 
in the current application is the transcribed RNA which can produce a double stranded RNA 
molecule, no protein is expressed from the claimed chimeric gene. Thus, the increase in 
protein expression observed by Brown et al. would have no relevance to the presently 
claimed invention and would provide no motivation to combine the references as proposed by 
the Office. 

There is also no indication in Fire et al. that increased expression of a chimeric gene 
encoding a dsRNA molecule would lead to increased silencing of the target gene. To the 
contrary, what Fire et al. do indicate is that low concentrations of RNA molecules are 
sufficient for the purposes of dsRNA mediated gene silencing (column 5, lines 15 to 17). In 
other words, there is no incentive provided by the Fire et al. disclosure to increase the 
expression of a gene encoding a dsRNA molecule to improve the silencing of the expression 
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of the target gene, even if the teachings of Brown et al. could be read to suggest that an intron 
might increase production of RNA, which they cannot. 

Lusky et al. is also cited for its alleged teaching of expression constructs comprising 
antisense RNA and further teaching that expression construct can comprise an intron as well 
as other expression elements including translation termination and polyadenylation signals. 
What Lusky et al. provides is teaching concerning the construction of viral expression vectors 
and helper cells. Genes in these constructs can contain intron sequences. However, Lusky et 
al. do not teach or suggest the arrangement of elements in the presently claimed invention and 
fail to provide any motivation to modify Fire et al. as proposed. Even if vectors exist in the 
prior art containing heterologous DNA with intron sequences, they have no clear relevance to 
improving dsRNA silencing, and certainly do not provide any motivation to include an intron 
as arranged in the present claims. 

Finally, Baracchini et al. is cited for its teaching of the ability to target a gene of 
interest with a complementary sequence comprising at least 10 nucleobases. However, 
Baracchini et al. fails to remedy the deficiencies of the combination of Fire et al. with Brown 
et al. and Lusky et al. In the absence of any teaching or motivation to modify Fire et al. as 
proposed, there would be no motivation of a person of ordinary skill in the art to consult a 
reference such as Baracchini et al. 

Thus, in addition to the distinctions already recognized by the Office, Fire et al. do not 
teach the inclusion of any introns into the chimeric dsRNA encoding constructs designed to 
silence the phenotypic expression of a target gene. In fact, the only teaching by Fire et al. 
concerning introns is that the dsRNA targeted to intron sequences of the target genes are not 
effective in achieving inhibition of the target gene (see column 17, lines 20-22). 
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Brown et al. teach inclusion of an intron in the untranslated leader region to improve 
protein expression in plants. BroAvn et al. do not teach that increased protein expression is due 
to increased transcription or increased levels of RNA. There is no incentive provided by the 
Fire et al. disclosure to suggest increasing the expression of a chimeric gene encoding the 
dsRNA molecule, even if Brown et al. could be read as suggesting that an intron could do 
this, which Brown et al. does not even suggest. 

Furthermore, Fire et al. in column 3, lines 19-34 states that "inhibition by dsRNA 
must occur by a mechanism distinct from antisense interference". Therefore, at the time the 
invention was made, the person skilled in the art would not have extrapolated any purported 
results of antisense constructs which the Office alleges may be ascribed to Lusky et al. to be 
to be relevant to dsRNA mediated gene silencing. 

Baracchini et al. was cited only for allegedly teaching sizes and amounts of sequence 
identity between the dsRNA and the target gene to be silenced. Applicants respectfully 
submit that in the light of the above, with regard to the presence of an intron or heterologous 
intron into the dsRNA encoding chimeric gene, it will be clear that the currently claimed 
subject-matter is not obvious over the prior art irrespective of the claimed size ranges and 
sequence identities and no further discussion of Barrachini et al. is required. 

For at least the foregoing reasons, one of ordinary skill in the art would not have been 
motivated to include intronic sequences within the dsRNA encoding chimeric genes by the 
teachings of Brown et al, Lusky and Fire et al. 

Further, taking the cited references together, a person or ordinary skill would not have 
expected that inclusion of intronic sequences in a dsRNA encoding chimeric gene would 
result in a more efficient reduction of the phenotypic expression of a nucleic acid of interest. 
There is nothing in the cited references that suggests an appreciation of the results that can be 
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obtained by using the presently claimed invention or any proposed reason for the 
enhancement observed. Applicants would like to draw the attention of the Office to the 
attached published report by a group of authors including Applicants for the current 
application. Smith et al., Nature, 407:319-32, 2000 (Attached as Exhibit A). The report 
shows that presence of an intron enhances silencing efficiency by either 

a. increased formation of duplex RNA during the process of intron excision from the 
construct by the spliceosome due to better alignement of the complementary arms 
of the hairpin in an environment favouring RNA hybridization; 

b. increased retention of hairpin RNA in nucleus; or 

c. creation of a smaller, less nuclease-sensitive loop. 
Id, at 320, paragraph spanning the 1^* and 2^^ column). 

None of these potential benefits attached to the inclusion of introns is suggested by 
Fire et al., Brown et al., and Lusky et al. 

Thus, the art cited in support of the rejection fails to establish a prima facie case of 
obviousness, at least in failing to provide any motivation to combine and modify the cited art 
as proposed by the Office. Moreover, the art fails to indicate any appreciation of the results 
that can be obtained or any proposed basis of such results. For at least these reasons, 
withdrawal of the rejection is respectfully requested. 
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CONCLUSION 



In view of the foregoing, further and favorable action in the form of a Notice of 
Allowance is believed to be next in order. Such action is earnestly solicited. 

In the event that there are any questions relating to this application, it would be 
appreciated if the Examiner would telephone the undersigned conceming such questions so 
that prosecution of this application may be expedited. 

The Director is hereby authorized to charge any appropriate fees that may be required 
by this paper, and to credit any overpayment, to Deposit Account No. 02-4800. 



Respectfully submitted, 



Buchanan Ingersoll pc 



Date: September 12, 2005 




Chnstopher L. North 
Registration No. 50,433 



P.O. Box 1404 

Alexandria, Virginia 22313-1404 
(703) 836-6620 
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Figure 1 Telomere lengths in successive generations (G1-G5} of mice cloned from cumulus cells. Southem-blot analysis of terminal 
restrlction-enzyme-cut fragments In five sequential generations shows that telomeres do not undergo incremental erosion in successive 
clonal generations. Genomic DNA Isolated from peripheral-blood lymphocytes taken from representative animals from each generation 
was digested with the restriction enzyme WMI, resolved on a pulse field gel, transferred to a solid support and probed with a 5'-^P- 
labelled fTjAGOj oligonucleotide. Peripheral blood lymphocytes were sampled on the same day. Ages of mice (in months) were: in line A, 
donor. 18; G1, 16; G2, 14; G3. 12; G4. 9; G5. 9; in line B, G1. 15.5; G2. 13; G3, 11; G4, 9; 05, 7. Suffix numbers (G4-1 and G4-2, for 
example) identify different pups of each generation. 



was repeated with cumulus cells from adult 
Gl mice as nucleus donors to produce the 
next clonal generation, G2, and so on. Table 
1 summarizes the results obtained following 
the reconstruction of 3,920 enucleated 
oocytes. 

Previously, about 2% of enucleated 
oocytes receiving a cumulus cell nucleus 
developed to live-born pups'. This value is 
comparable to the cloning efficiency for Gl 
in lines A (1.5%) and B (4,2%). However, 
the success rate dropped in successive 
cloned generations: line A did not produce 
a G5 clone from 670 reconstructed oocytes; 
in line B, the only live-born G6 clone was 
cannibalized by her foster mother, thereby 
terminating the line. Mouse lines A and B 
therefore represent totals of 9 and 26 clones 
from their respective donors. Placental size 
was consistently in the range previously 
reported for cloned mice^ and did not 
increase in successive generations (data not 
shown). 

Do sequentially cloned mice show signs 
of accelerated ageing? We assessed the 
behaviour of these mice and determined 
telomere lengths to assess organismal and 
cellular measures of ageing, respectively. We 
evaluated learning ability in the Morris 
water maze and Krushinsky tests, as well as 
strength and agility, and also used other 



assays designed to monitor signs of prema- 
ture ageing, such as a decline in activity in 
the home cage and loss of coordination**. All 
cloned mice were, by these criteria, normal 
compared with age -matched controls (data 
not shown); the G5 mouse is alive and 
healthy at 1.5 years. 

We measured telomere length in periph- 
eral blood lymphocytes of clones G1-G6 by 
Southern-blot analysis of terminal restric- 
tion-enzyme-digested fragments (Fig. 1) 
and found no evidence of shortened telom- 
eres in the cloned mice. In fact, our results 
show that the telomeres lengthen with each 
generation. As representative animals of 
each generation were sampled simultane- 
ously, we cannot rule out an age-related 
contribution to this increase (with younger 
mice having longer telomeres). In addition, 
long telomeres in mice are optimally studied 
by means of different assays such as quanti- 
tative fluorescence in situ hybridization^. We 
have detected telomerase activity in cumulus 
cells (data not shown); it is therefore possi- 
ble that telomeres in these cells are unusual- 
ly long, resulting in offspring with 
concomitantly longer telomeres. 

Shortened^ and lengthened^ telomeres 
have been reported in cloned livestock but, 
unlike ours, those experiments involved 
only a single round of cloning. Our results 



Table 1 Effect of sequential cloning on full-term development 



Line 


Gl 


G2 


G3 


G4 


G5 


G6 


Total 


A 


2/131 


1/228 


1/263 


5/238 


Q/670 




9/1 ,530 




0.5) 


(0.4) 


(0.4) 


(2.1) 


(0) 




(0.6) 


B 


4/96 


7/351 


5/352 


6/286 


3/581 


1/724 


26/2.390 




(4.2) 


(2.0) 


(1.4) 


(2.1) 


(0.5) 


(0.1) 


(1-1) 



&]ccessive genefations m represented as Gl , G2 and so on for two inde(Bndent mouse lines, A and B. The nuniber of pups bom live after cumulus-cell 
nuclear transfer is compared to successfutfy reconstnjcted oocytes (pups/oocytes), with tfie corresponding percentages in parentfieses. Significant / 
comparisons were derived for G4 and G5 from line A, Gl and G5, G6 from line B, and G2, G3, G4 v&sus G6 from line B {P< 0.05). 
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on sequentially cloned mice verify that 
telomere shortening is not a necessary out- 
come of the cloning process". However, as 
only 1-2% of reconstructed oocytes yield 
live-born clones, the possibility of selection 
for donor nuclei with the longest telomeres 
cannot be excluded. Further investigation is 
required into the consequences of nuclear 
transfer on telomere length and lifespan. 
Teruhiko Wakayama'^^tj Yoichi Shinkail, 
KelUe L. K. Tamashiro*, Hiroyiiki Niida§, 
D. Caroline Blanchardll, Robert J. 
Blanchardll, Atsuo OguraJ, Kentaro 
Tanemuraf , Makoto Tachibana1:> 
Anthony C. E Perry#, Diana E CoIgan#, 
Peter Mombaerts#, Ryuzo Yanagimachi* 
* Department of Anatomy and Reproductive Biology, 
John A, Burns School of Mediciney University of 
Hawaii, Honolulu, Hawaii 96822, USA 
"^Department of Cell Biology, htstitiitefor Virus 
Research, Kyoto University, Sakyo-Ku, 
Kyoto 606-8507, Japan 

§Life Sciences Division, Lawrence Berkeley National 
Laboratory, University of California, Berkeley, 
Cailfornia 94720, USA 

I \Bekesy La bo ra tory of Neurobiology, Un iversity of 
Hawaii, Honolulu, Hawaii 96822, USA 
^Department of Veterinary Science, National 
Institute of Infectious Disease, Tokyo 162-8640, 
Japan 

ItThe Rockefeller University, 1230 York Avenue, 

New York, New York 10021, USA 

^Present address: The Rockefeller University, 1230 

York Avenue, New York, New York 10021, USA 

e- mail: wakaya t<^mail. rockefeller, edu 

1. Wakayama, T, Perry, A, C. F., Zuccotti, M., Jolinson, K. R. & 
Yanagimachi, R Nature 394, 369-374 (1998). 

2. Wakayama, T. & Yanagimachi, R. Nature Genet. 22, 127-128 
(1999). 

3. Wakayama, T, Rodriguez, I., Perry, A. C. F., Yana^machi, R. & 
Mombaerts. P. Pmc NatlAauL Sci USA96, 14984-14989 

(1999) . 

4. Tamashiro, K. L, Wakayama, T., Blanchard, R. J., Blanchard, 
D. C. & Yanagimachi, R. Biol. Repmd. 63, 328-334 (2000). 

5. Zijlmans, J. M. et ai Proc. Natl Acad. Sci USA 94, 7423-7428 
(1997). 

6. Shicls, P. G. etaL Naturv 399, 316-317 (1999). 

7. Lanza, R. R et aL Sriencf 288, 665-669 (2000). 

8. Wilmut, ]., Clark. I & Harley, C. B. Nature Biotech. 18, 599-600 

(2000) . 



Gene expression 

Total silencing by intron- 
spliced hairpin RNAs 

Post-transcriptional gene silencing 
(PTGS), a sequence-specific RNA 
degradation mechanism inherent in 
many life-forms, can be induced in plants 
by transforming them with either antisense' 
or co-suppression^ constructs, but typically 
this results in only a small proportion of 
silenced individuals. Here we show that 
gene constructs encoding intron-spliced 
RNA with a hairpin structure can induce 
PTGS with almost 100% efficiency when 
directed against viruses or endogenous 
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genes. These constructs could prove valu- 
able in reverse genetics, genomics, engineer- 
ing of metabolic pathways and protection 
against pathogens. 

Induction of PTGS by co-suppression 
and antisense methods that target the Nia- 
protease (Pro) gene sequence of potato 
virus Y (PVY)^ cause silencing in 7% and 
4% of independent transformants> respec- 
tively; indurtion of PTGS in these tobacco 
plants [Nicotiana tahacum) manifests as 
immunity^ '* to the virus. 

Using principles we developed for 
silencing constructs that express double- 
stranded RNA and inverted-repeat RNAs\ 
we made a construct encoding a single self- 
complementary hairpin RNA (hpRNA) of 
the Pro sequence. The construct contains 
sense and antisense Pro sequences flanking 
an 800-nucleotide spacer fragment derived 
from the uidaA (GUS) gene (Fig. la). 
About 60% (25/43) of the plants that are 
transformed with this construct, many of 
which contained a single transgene copy, 
were immune to the virus. The spacer 
fragment contributed to the stability of the 
perfect inverted-repeat sequences, but it 
was not required for the specificity of the 
PTGS (Fig. la). 

To test the effect of removing the loop 
region of hpRNA, we replaced the spacer 
with an intron sequence (Fig. la, b). The 
intron sequence provides stability to the 
DNA, but is spliced out during pre-mRNA 
processing^ to produce loopless hpRNA. As 
a control, we made a sister construct in 
which the intron sequence was inserted in 
the reverse, non-splicing, orientation. 
When transformed into tobacco, 22 of 34 
(65%) reverse-intron plants were immune, 
a similar frequency to plants transformed 
with the GUS spacer construct. Amazingly, 
we found that 22 of 23 plants transformed 
with the construct containing the function- 
al intron were immune to the virus. 

To test whether this enhancement by the 
sense-intron construct was a general phe- 
nomenon, we made two hpRNA constructs 
against the endogenous Al2-desaturase 
{Fad2) gene of ArabidopsiSy which catalyses 
the conversion of oleic to linoleic acid in the 
seed^^ one construct contained an intron 
and the other a non- intron spacer region. 
We found that 69% (44/63) of the trans- 
genic plants with the non-intron spacer 
region construct showed PTGS of the Al2- 
desaturase gene, but that 100% (30/30) of 
plants transformed with the intron con- 
struct showed silencing of this gene. 

How does the presence of this intron 
enhance silencing efficiency? The process of 
intron excision from the construct by the 
spliceosome might help to align the com- 
plementary arms of the hairpin in an en- 
vironment favouring RNA hybridization, 
promoting the formation of a duplex. Alter- 
natively, splicing may transiently increase 
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Gene construct 



Predicted structure of 
RNA transcript 
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Rgure 1 Efficiency of induction of post-transcriptional gene silencing (PTGS) by different gene constructs and tlie predicted stmcture of 
RNA transcribed from tiie transgenes. a, PTGS efficiency measured for potato virus (PVY) and A12-desaturase genes as the percentage 
of independent transgenic plants Immune to PVY and the percentage of plants with enzyme activity reduced by more tlian 20% compared 
witti wild type, respectively, In the predicted structures of RNA transcripts, right- and ieft-pointing arniws represent sense and antisense 
orientation of sequences, respectively; small vertical arrows represent splice -junction sequences remaining after the intron has been 
spliced out. Vertical lines In the predicted structures indicate duplex formation. Asterisks, data from ref. 3; daggers, data from ref 7; 
hpRNA, hairpin RNA; n, number of independent transformants; GUS, p -glucuronidase, b, Design of intron -containing hairpin constructs. 
OCS, octopine synthase; NOS, nopaline synthase. 



the amount of hairpin RNA by facilitating, 
or retarding, the hairpin's passage from 
the nucleus, or by creating a smaller, less 
nuclease-sensitive loop. 

Our PVY constructs contained intron-2 
from the Pdk gene of Flaveria^, whereas the 
Al2-desaturase construct contained intron- 
1 from the Arabidopsis Fad2gent (Fig. lb). 
PVY constructs were controlled by the con- 
stitutive CaMV35S (ref. 9) promoter and 
produced hpRNA containing the PVY cod- 
ing-region sequence (700 nucleotides); the 
desaturase gene construct used the seed- 
specific napin promoter'" to produce 
hpRNA representing 120 nucleotides of the 
3 '-untranslated region of the Al2-desat- 
urase gene. 

We believe that constructs encoding 
intron-hpRNA should efficiendy induce 
PTGS for a wide range of genes in a variety 
of circumstances and could become as use- 
ful to plant biology as RNAi"''^ is to the 
study of nematodes and Drosophila. The 
transgene design might also have applica- 



tion in organisms in which RNAi has been 
obtained by injection of double-stranded 
RNA. 
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Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



